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***** Treatment Interruption: Free Telephone Conference Call 
June 20

A one-hour telephone conference call, "Structured Treatment 
Interruptions & 'Drug Holidays' in HIV Infection" will allow 
callers to hear from leading experts and ask them questions; 
those who cannot join the call can hear a recording later, or 
read a transcript on the Web. This call was organized by 
HIVandHepatitis.com, and supported by an unrestricted 
educational grant from DuPont Pharmaceuticals Company.

Panelists on the call are:

* Mark Bowers, Education and Outreach Coordinator of HIVCare 
at Saint Francis Memorial Hospital in San Francisco;

* Steven G. Deeks, M.D., San Francisco Hospital AIDS Program;

* Franco Lori, M.D., Research Institute for Genetic Human 
Therapy (RIGHT); and

* Michael S. Saag, M.D. (moderator), Professor of Medicine, 
Division of Infectious Diseases, University of Alabama at 
Birmingham (UAB) and Director of the AIDS Outpatient Clinic 
at UAB.

To join the call, you must register in advance (first names 
only). To register, call 1-800-880-5121, Monday - Friday, 9 
a.m. - 5 p.m. Eastern time.

Also, anyone can hear a recording of the call later, no 
registration required--but of course without the opportunity 
to ask questions of the experts. The recording (which should 
become available within 24 hours of the call) will be at 1-
888-207-2647, pass code 6223. 

In addition, an edited transcript should be available at 
www.HIVandHepatitis.com , starting approximately 10 days 
after the call.


***** New Oral DNA Vaccine Funded for Trials

by John S. James

The International AIDS Vaccine Initiative (IAVI) will fund 
testing of a new kind of preventive vaccine, which has been 
developed at the Institute for Human Virology (IHV), started 
in 1996 by Robert Gallo, M.D., at the University of Maryland. 
IAVI funds promising AIDS vaccines under intellectual-
property agreements which will help make successful ones 
available at affordable prices to developing countries.

The new vaccine will be taken orally, and could possibly cost 
less than $1 per dose to produce.

Several aspects of this technology are particularly 
important:

(1) There are many advantages to vaccines which work by 
delivering DNA which instructs cells to produce the specific 
proteins against which immunity is needed. But ordinarily DNA 
could not be taken orally because it would not reach the 
places it needs to go. The new technology uses a salmonella 
bacterium which has been genetically modified so that it does 
not cause disease--and also genetically modified so that it 
includes selected parts of HIV.

The salmonella bacterium "knows its way around the gut," and 
delivers the selected DNA directly to dendritic cells in the 
intestinal mucosa, which may be particularly effective for 
providing "mucosal immunity" to prevent HIV infection. This 
is important for blocking sexual transmission of the virus.

(2) This bacterium has plenty of room to carry added DNA, 
allowing great flexibility for modifications. If the first 
vaccine does not work, different versions can easily be made 
by trying other parts of the virus. And this vaccine can be 
customized for the different viral strains which cause 
epidemics in different parts of the world.

(3) The six standard children's vaccines cost less than $1 to 
produce (for all six), but $15 or more per person to deliver 
in developing countries, because of the need for sterile 
injection, specially trained health workers, etc. An oral 
medication should be much less expensive to deliver.

This vaccine is well along in its development, but clinical 
trials are still more than a year away. The first trials will 
take place in Baltimore and in Uganda, where the Ministry of 
Health is an active participant in this program. One trial 
will compare this vaccine head to head against an injected 
formulation which uses the same active ingredients but a very 
different delivery system--a vaccine also being funded by 
IAVI.

"The driving force for this decade-long effort [to create the 
new vaccine] has been the development of a simple delivery 
system for an HIV vaccine that can be administered without 
needles and that can be afforded by developing nations. 
Salmonella-DNA has these attributes built in from the start. 
We are extremely excited now to be able to evaluate this 
strategy in human volunteers," said Dr. George Lewis, 
Director of the IHV Division of Vaccine Research.

For more information on the Institute of Human Virology, see 
http://www.ihv.org ; for information on IAVI, see 
http://www.iavi.org


***** Frequent Urination, Leg Cramps, Leg Weakness, Erection 
Difficulties: HIV Myelopathy Amino Acid Study

by John S. James

A study at Beth Israel Medical Center in New York is 
recruiting men or women with HIV who also have any two or 
more of the following symptoms for at least six weeks:
* Numbness in the legs;
* Unsteady, stiff or uncoordinated gait;
* Urinary frequency, urgency or incontinence;
* Erectile impairment;
* Weakness in the legs;
* Stiffness or spasms in the legs;
* Fecal incontinence or retention; or
* Electrical shock upon flexion of the neck;

These symptoms may indicate HIV myelopathy, a disease of the 
spinal cord which is believed to be quite common in persons 
with AIDS, although often not diagnosed. It has been 
estimated that about 10% of persons with AIDS have symptoms 
of HIV myelopathy, with about 30% having some evidence of the 
disease.

The symptoms were described in more detail in an article by 
the principal investigator of the current study, neurologist 
Alessandro Di Rocco, M.D., published by PWAC the PWA 
Coalition of New York in 1997(1):

"The disease develops insidiously, and its first symptoms may 
not be easily recognized. It frequently starts with some 
difficulty in bladder control. The stimulus to urinate 
becomes very frequent, and is often accompanies by a sense of 
'urgency' to urinate. The person with myelopathy may need to 
urinate every two to three hours and may need to get up from 
bed several times during the night to void. Another common 
symptom for men is difficulty in obtaining or maintaining an 
erection. While there are many reasons for impotence in men 
with AIDS, myelopathy is certainly one of the least 
recognized. As these initial symptoms slowly progress, 
stiffness in the legs may develop, often accompanied by 
cramps and spasms. Walking starts to become difficult, and 
the legs become easily tired and heavy. Later a true weakness 
with various degrees of paralysis may develop, and in the 
final stages of the myelopathy there may be a severe 
paralysis of the legs, with severe spasms and complete loss 
of control of urinary function with incontinence requiring 
diapers or catheters. Loss of control of the anal sphincter 
may also develop, with ensuing fecal incontinence. At least 
initially the disease is painless, although in the later 
stages cramps and spasms may cause serious discomfort and 
pain. Abnormal sensation like pins-and-needles, numbness or 
loss of sensation may develop in the legs, but is usually 
mild and tolerable."

The arms and hands are generally not affected, but the 
problems in the lower body slowly get worse.

The Study

There are reasons to suspect that HIV myelopathy might be due 
to a deficiency of the amino acid methionine. In an earlier 
pilot study of oral methionine, seven of the nine patients 
who completed the study improved; those earliest in the 
course of the disease did best(2). That pilot study was not 
controlled, however, so it is being followed by the current 
eight-month trial, which will compare methionine to a placebo 
for three months, after which everyone will receive 
methionine for the remaining five months.

Volunteers must be HIV positive, at least 18 years old, and 
have HIV associated myelopathy, with or without neuropathy 
and dementia. Exclusion criteria include pregnancy or breast 
feeding, myelopathy due to causes other than HIV, Kaposi's 
sarcoma, lymphoma, or other malignancies, other experimental 
drug within the last 30 days, or current alcohol or drug 
abuse. The study has currently recruited 44 of 50 people, so 
six slots are open.

For more information, or to volunteer, call Sam Chin, 212-
844-8718, or Dr. Alessandro Di Rocco, 212-844-8720. 
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***** Clinical Trials and Industry Influence: Major Report

A major health policy overview on what is happening in 
clinical trials--and on pharmaceutical-industry manipulation 
of the design, conduct, and reporting of trials to get 
commercially favorable results(1)--was published May 18 in 
the NEW ENGLAND JOURNAL OF MEDICINE; it is available on the 
Web at
http://www.nejm.org/content/2000/0342/0020/1539.asp

A related editorial(2), "Is Academic Medicine for Sale," 
appeared in the same issue, and is available at
http://www.nejm.org/content/2000/0342/0020/1516.asp

An example from the article:

"If a drug is tested in a healthier population (younger, with 
fewer coexisting conditions and with milder disease) than the 
population that will actually receive the drug, a trial may 
find that the drug relieves symptoms and creates fewer 
adverse effects than will actually be the case. Rochon et al. 
found that only 2.1 percent of subjects in trials of 
nonsteroidal anti-inflammatory drugs were 65 years of age or 
older, even though these drugs are more commonly used and 
have a higher incidence of side effects in the elderly... 
Rochon et al. concluded that trials of nonsteroidal anti-
inflammatory drugs always found the sponsoring company's 
product superior or equal to the comparison product..."

Another section concerns the "guest-ghost syndrome," by which 
journal articles are increasingly ghostwritten by medical 
writers, based on information packets supplied to them by 
pharmaceutical companies--and then signed by well-known 
"guest authors" who did not analyze the data or write the 
manuscript, and sometimes were not involved in the trial at 
all.

And from the accompanying editorial:

"It is difficult to believe that full-time faculty members 
can generate outside income greater than their salaries 
without shortchanging their institutions and their students."
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***** "Mental" Issue Threatens Medical Care

by Bruce Mirken

[Note: Reporter Bruce Mirken investigated an attempt by the 
San Francisco Department of Public Health, against strong 
medical advice, to close a locked psychiatric ward for 
financial reasons. He found that the local problem was caused 
in part by irrational Federal, state, and private-insurance 
policies that determine healthcare decisions throughout the 
U.S., based on medieval philosophical ideas about a split 
between mind and body. Although this problem affects 
relatively few AIDS patients, we think it should be more 
widely understood, to help empower efforts to reform this 
country's dysfunctional healthcare reimbursement system.

[Readers should note that the central issue here is NOT the 
story which is often in the news, of refusal to reimburse 
treatment of mental illness on a par with physical illness. 
Instead, this problem concerns patients who do have a 
recognized physical brain disease--whose treatment might be 
reimbursed routinely in other parts of the hospital, such as 
a neurology or general medical ward. But if they are treated 
in a psychiatric ward (which often has the facilities to deal 
appropriately with the behavioral problems resulting from 
their illness, when other hospital beds do not), then Federal 
coverage will only reimburse for certain psychiatric 
diagnoses, which not all these patients have--and private 
insurers often follow the Federal lead. The result is serious 
pressure to close psychiatric hospital beds because they are 
used appropriately to deliver quality care. JSJ]

* * *

Patients with AIDS Dementia Complex (ADC) or brain-related 
opportunistic infections such as progressive multifocal 
leukoencephalopathy (PML) may not get the most appropriate 
inpatient care--or hospitals may be forced to care for them 
for free-- because of distinctions between medical and 
psychiatric diagnoses made by Medicare, Medicaid and private 
insurers. The same problem can occur with any brain disease 
or trauma that affects behavior, such as Alzheimer's disease 
or head injury.

This situation came to light as a result of an ongoing health 
department budget crisis in San Francisco. In order to 
balance his department's budget, health director Dr. Mitch 
Katz recently proposed closing 21 inpatient psychiatric beds 
at San Francisco General Hospital. He argued that the fact 
that Medi-Cal, California's Medicaid program, had 
"decertified" (i.e. declared that it wouldn't pay for) many 
of the patients treated in the unit meant that they did not 
truly need inpatient care. A compromise has since been worked 
out to spare the beds (although other budget issues remain), 
but the problem of reimbursement for dementia patients 
continues.

San Francisco General Hospital's inpatient psychiatric unit 
has several special-focus units designed to provide 
culturally competent care for people from various ethnic or 
cultural backgrounds, using specially trained staff. One of 
these units focuses on gay, lesbian, bisexual, transgender 
and HIV-positive patients and commonly treats patients with 
ADC or PML.

Dr. Mark Leary, assistant chief of psychiatry at San 
Francisco General, explains that the reimbursement issue 
occurs in cases of "what we call organic brain disease, which 
is some major medical process affecting the patient's brain" 
and which, "along with their medical effects also have 
behavioral effects." Behavior can be affected severely enough 
for the patient to "be gravely disabled or a danger to 
themselves or a danger to other people," necessitating 
inpatient psychiatric care. San Francisco General's 87-bed 
psychiatric unit typically cares for from two to five such 
individuals at any given moment.

These patients are often too erratic and dangerous to be 
treated in a general medicine ward. In addition to medical 
treatment, Leary says, they need care from staff trained and 
experienced in dealing with their behavioral issues. "If they 
were in a regular medical unit they would be in restraints 
most of the time."

But, he explains, "Medi-Cal and Medicare will pay for their 
hospitalization if they have certain psychiatric symptoms 
like delusions or hallucinations and certain kinds of 
depression. But if they don't have those particular symptoms 
but a more general kind of behavioral problem... Medi-Cal and 
Medicare won't pay for their psychiatric hospitalization, 
[even though] their behavioral disturbance requires them to 
be treated on a psychiatric unit."

At fault is what Leary calls "dichotomous, black-and-white 
thinking" that makes "the artificial distinction between 
'psychiatric' illness like schizophrenia or manic depression 
and 'organic brain disease.'" Even if a patient suffers from 
both schizophrenia and ADC, "if Medi-Cal determines that 
their primary problem requiring hospitalization is the 
dementia, they won't pay." Although very few San Francisco 
General patients have private insurance, private insurers 
frequently follow the lead of government programs in such 
decisions.

After a week of inquiries, Medi-Cal informed us that it would 
take several weeks of research before they could answer our 
questions regarding their reimbursement policies. But Lourdes 
Maloney, acting associate regional administrator at the 
federal Health Care Financing Administration, confirmed that 
for Medicare to pay for psychiatric hospitalization the 
patient must have "a psychiatric principal diagnosis" listed 
in the American Psychiatric Association's Diagnostic and 
Statistical Manual or in the Mental Disorders chapter of the 
International Classification of Diseases. Even with such a 
diagnosis Medicare limits inpatient psychiatric care to 190 
days, while no such time limit applies to medical 
hospitalization.

Dr. Marshall Forstein, chairman of the American Psychiatric 
Association's committee on AIDS and associate professor of 
Psychiatry at Harvard Medical School, agrees with Leary. The 
problem, he says, "speaks to the unfortunate and arbitrary 
distinction we make between disorders of the brain and 
disorders of the body." Forstein calls such distinctions 
between mental and physical illness "totally arbitrary. 
They're holdovers from an old view of the mind/body split. 
But we have studies now showing that in certain psychotic 
episodes, the brain reacts differently. How is that different 
than dementia?"

 But these arbitrary distinctions, he adds, often "create a 
battlefield over who's going to pay for what." Because 
Medicaid is run by the states, the result is a patchwork of 
different rules. "State by state Medicaid programs have taken 
different positions," Forstein says. "Sometimes the 
department of public health wants the department of mental 
health to pay for it, and vice versa... Especially when it 
involves long-term care, everyone runs away."


***** AIDS TREATMENT NEWS Next Issue Delayed One Week

AIDS TREATMENT NEWS is usually published on the first and 
third Friday of each month. Our next issue will delayed one 
week, from June 16 to June 23, due to travel and meetings.


***** World Issues Today: Interview with Peter Piot, 
Executive Director of UNAIDS

by John S. James

On May 30, a few weeks before the World AIDS Conference in 
Durban, South Africa (July 9-14), AIDS TREATMENT NEWS 
interviewed Peter Piot, M.D., executive director of the Joint 
United Nations Programme on HIV/AIDS (UNAIDS), on current 
international issues in the control of the epidemic.

*ÊÊ*ÊÊ*

ATN: What is the importance of having the World AIDS 
Conference in Africa?

Piot: This is the first time since these conferences started 
in 1985 that one has been held in a developing country--and 
in Africa, which is bearing the brunt of the AIDS burden. The 
world's attention is now focused on AIDS in Africa, which was 
not the case two years ago at the last World AIDS Conference 
in Geneva.

And we can learn much from Africa that will help us in 
developed countries as well--for example, in minority 
communities, in strategies for prevention education, and in 
how to provide care in resource-poor environments.

ATN: What do you see as the major issues likely to dominate 
the discussion in Durban?

Piot: First, access to care for people in African and other 
poor countries. How can we offer something more than nothing, 
as is the case today, to those infected and living in the 
poorest countries of the world? The challenge at the 
conference will be to get away from simple solutions for 
complex problems like care.

The recent offers by pharmaceutical companies, and the 
negotiations between UNAIDS and five companies on getting the 
prices down for antiretrovirals and drugs for opportunistic 
infection, is one part of a potential solution. There are 
also calls for producing generics. I think both are 
necessary.

The second issue that will dominate is the question of how to 
sustain prevention efforts in developed countries when people 
do have access to antiretrovirals--and how to sustain this 
effort in resource-poor environments as well.

Today more resources are becoming available for developing 
countries--both from the local governments, and from the 
international community. So how to best use these 
opportunities is no longer academic, and will become a major 
issue.

And the Durban conference will also cover basic science 
advances--and clinical developments, around viral resistance, 
adherence, when to start treatment, and many other areas.

ATN: How do you see the conference theme this year, "Breaking 
the silence?"

Piot: When the conference chose that theme we were in a 
different time, before the breaking of the silence by many 
African leaders in the last 12 months. But still, in many 
countries with hundreds of thousands or millions infected, 
only a handful of people living with HIV have come out 
publicly and are accepted in their societies. In this 
situation it is hard to imagine an effective response to the 
epidemic, either in prevention or in offering care.

And we need to break the silence around the world's 
responsibility. It will be one of the great moral tests of 
our time, how the richer countries are finally going to take 
responsibility and assist the poor nations in containing the 
AIDS epidemic--not only to do good, but also in the interest 
of the whole world.

ATN: How is UNAIDS working to improve access to drugs for 
opportunistic infections in developing countries?

Piot: In access to care, our priority is drugs for the 
prevention and treatment of opportunistic infections. It's 
not there today--and we could achieve important results. We 
know from the pre-antiretroviral era in the West, and also 
from trials in developing countries, that we can extend life 
and improve quality of life by prevention of tuberculosis, 
and by co-trimoxazole prophylaxis. This is important not only 
for individuals--perhaps adding two years to one's life--but 
also, with a heterosexual epidemic and large families, when 
parents die there are many orphans. Another two years means 
more time for the children to be with their families, be in 
school, and so on.

UNAIDS is helping countries to set standards of care--meaning 
the consensus in a particular society on what care we will 
offer our fellow citizens with HIV, and what we believe is 
affordable with public funding, so that we will invest in 
training healthcare workers and in making sure these 
particular drugs are available, and so that people who need 
this care will know they have a right to it.

UNAIDS also invests in healthcare infrastructure, especially 
in training programs with community groups.

In Africa, for example, we have pushed for access to co-
trimoxazole as a prophylactic drug for people living with 
HIV. We are also investing heavily in training and 
availability of voluntary counseling and testing, which is 
the bridge between prevention and care. Perhaps 95% of people 
with HIV in the developing world have no clue that they are 
infected.

And we are negotiating with pharmaceutical companies to bring 
down drug prices.

ATN: Concerning the pharmaceutical companies, what about the 
recent situation where the South African government computed 
that even with the 85% reduction offered on paper by some of 
the companies, the government still could not afford to treat 
its population?

Piot: I agree with that, for antiretroviral therapy. But it 
is not true for prevention and treatment of opportunistic 
infections.

And it illustrates that the price is not everything. Even at 
10% of current price, about $1000 per year (per person for 
antiretroviral treatment) is more than many countries can 
afford. But it certainly is an option for some middle-income 
countries, in Latin America for example, or in some Asian 
countries.

We believe that government should invest far more in care for 
people with AIDS, focusing on opportunistic infections.

ATN: What about the recent U.S. government proposals for 
increasing funding and other AIDS efforts?

Piot: We applaud the recent increases in funding for 
international AIDS by the U.S. government. I think this will 
set the trend for other rich countries, for the European 
donors and for Japan.

I hope that this epidemic will continue to be treated as a 
bipartisan issue [in the U.S.], and that the response will be 
sustainable. And I hope that political dialog with other 
countries will be included.

It's not only a matter of money; the governments of the 
affected countries also have to invest in HIV activities. You 
need people, and you also need goods like drugs, condoms, 
test kits, and so on. Often international assistance is 
necessary because the goods have to be paid for in hard 
currency. I hope that the U.S. will work with other nations, 
and with the United Nations, in pursuing these goals. It is 
going quite well at this time.

The message is, sustain the effort, and make sure that the 
money goes to communities, and to efforts that can make a 
difference.

With greatly increased resources, and with an expanding set 
of players, coordination of efforts will become more 
important than ever. This is one of our major mandates in 
UNAIDS.

ATN: How can U.S. activists and AIDS service organizations 
make an impact on the global epidemic?

Piot: Last year was a turning point, when AIDS activists in 
the U.S., the Congressional Black Caucus, and others were 
able to improve and increase the support for international 
AIDS.

There are several reasons why domestic and international AIDS 
activism should join. The reason we have been very successful 
as activists is that there has been strong solidarity among 
people living with HIV and people in affected communities. 
This solidarity should be expanded throughout the world. It 
will be necessary that those in rich and poor countries join 
hands.

Also, in the U.S., many communities come from somewhere in 
the developing world; from the Caribbean for example, or from 
Africa. This provides a direct bridge between the U.S. and 
some of the countries that are most affected by the epidemic.

And everywhere people need to strengthen community activism 
and responses. We strongly believe in the importance of 
community-to-community dialog and support, which will benefit 
both sides.


***** Global Health Council 2000 Conference, June 14-16 near 
Washington

This year's conference of the Global Health Council will 
focus on children, and expects "more than 1,200 public health 
advocates, policy makers, caregivers, and front-line 
providers." HIV/AIDS topics include:
* Working with traditional healers;
* Mobilizing to fight AIDS in Africa;
* Peer education and HIV/AIDS prevention;
* Preventing perinatal infection;
* Access and affordability of care;
* Public-private partnerships in HIV/AIDS; and
* Community-based mobilization.

For more information, contact the Global Health Council, 
http://www.globalhealth.org , or the conference 
administration office at 802-649-1340.
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